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REMARKS 

Claims 1-28 are pending in the application. Claims 10-28 are withdrawn. By this 
amendment, claims 1 and 2 are amended. Following entry of this amendment, claims 1-8 and 10- 
28 will be pending. Support for the amended claims is found throughout the specification and 
originally filed claims, including, e.g., at page 2, line 36; page 2, line 34 to page 3, line 1 ; and 
page 4, lines 10-11. No new matter is added by this amendment. Entry of this amendment is 
respectfully requested. 

With respect to all amendments. Applicants have not dedicated or abandoned any 
unclaimed subject matter and moreover have not acquiesced to any objection and/or rejection 
made by the Office. Applicants expressly reserve the right to pursue prosecution of any subject 
matter not presently claimed in one or more future or pending continuation and/or divisional 
applications. 

Objection to the specification 

The specification is objected to for allegedly failing to provide proper antecendent basis 
for the claimed subject matter. Without conceding the propriety of this objection, Applicants note 
that claim 2 has been amended and now recites "Arg494-His495", thus mooting the objection. 
Withdrawal of this objection is respectfully requested. 
Rejection Under 35 U.S.C. § 112, Second Paragraph 

Claims 1-9 are rejected under 35 U.S.C. § 1 12, second paragraph as allegedly indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards 
as the invention. Applicants respectfully traverse this rejection. 

Legal standard 

The test for definiteness under 35 U.S.C. § 1 12, second paragraph is whether "those 
skilled in the art would understand what is claimed when the claim is read in light of the 
specification." Orthokinetics, Inc. v. Safety Travel Chairs, Inc., 806 F.2d 1565, 1576, 1 USPQ2d 
1081, 1088 (Fed. Cir. 1986). 

Claim 1 

Claim 1 is rejected on the ground that 

the claim fails to set forth a base sequence of structure for the variant. The only 
limitation is the absence of a cleavage site. Amino acid positions are recited but 
the claim does not have any reference sequence by which to identify these 
positions. The claim is confusing in failing to indicate what structure is present 
and only indicating what structure is absent. 
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Claim 1 as amended provides [a] variant HGF protein comprising an amino acid 
modification that disrupts, deletes, or alters a cleavage site for serine protease Factor XIa or 
kallikrein corresponding to the cleavage site Arg424-His425 of human HGF, wherein amino 
acids Arg424 and His425 are numbered according to the sequence of human HGF including the 
signal sequence, and wherein the amino acid modification is at or adjacent to amino acid position 
Arg424." Applicants submit that the claim does provide a reference sequence: the cleavage site 
Arg424-His425 of human HGF, wherein amino acids Arg424 and His425 are numbered 
according to the sequence of human HGF. Human HGF is well known in the art and is also 
described in the specification, and the specification states that the amino acid positions in the 
variant HGF molecules are indicated in accordance with the HGF sequence numbering shown in 
the Miyazawa reference (Biochem Biophys Res Comm (1989) 163 (2):967-973; already of 
record) (specification at page 7, lines 33-35). It would be routine for one of skill in the art to 
identify the amino acid positions recited in the claim with reference to the sequence provided in 
Miyazawa et al, and to identify the modifications to this cleavage site in the claimed variant HGF 
proteins by performing similar alignments. Accordingly, it is evident that claim 1 provides a 
reference sequence by which to identify the recited amino acid positions. Applicants respectfully 
submit that claim 1 is clear and request withdrawal of this rejection. 

Claim 2 

Claim 2 is rejected for reciting "Arg494-His49". Claim 2 has been amended and now 
recites :Arg494-His495", thereby mooting this rejection. Withdrawal of this rejection is 
respectfully requested. 
Rejection Under 35 U.S.C.§ 102(b) 

Claims 1-2 and 6-9 are rejected under 35 U.S.C. § 102(b) as allegedly anticipated by 
Hartmann, et al. Without conceding the propriety of this rejection, claim 1 has been amended and 
now recites that the amino acid modification is at or adjacent to amino acid position Arg424. By 
contrast, Hartmann's separately expressed HGF light chain entirely lacks the HGF heavy chain 
and thus does not include an amino acid modification at or adjacent to amino acid position 
Arg424. Withdrawal of this rejection is respectfully requested. 
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SUMMARY 



Applicants believe that this application is now in condition for allowance and respectfully 
requests that the outstanding rejections be withdrawn and this case passed to issue. The Examiner 
is invited to contact the undersigned at (650) 467-6222 in order to expedite the resolution of any 
remaining issues. 

In the unlikely event that this document is separated from the transmittal letter or if fees 
are required, applicants petition the Commissioner to authorize charging our Deposit Account 07- 
0630 for any fees required or credits due and any extensions of time necessary to maintain the 
pendency of this application. 



Respectfully submitted, 
GENENTECH, INC. 





Cara Coburn 
Reg. No. 46,631 
Telephone No. (650) 467-6222 
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